The Luria-Delbrück protocol is still the most practical.
It is theoretically appealing to determine microbial mutation rates by counting mutant cells in two successive generations. However, major experimental difficulties have been largely ignored, causing unreliable estimates of mutation rates to be unwittingly accepted. Counting mutant cells twice in the same liquid culture incurs appreciable errors that are difficult to quantify; maintaining synchronous cell growth for 25 or more generations is an equally daunting laboratory feat.